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(54> [^^®^^] iis#j#ir# u v-s.Kfr&x.zs^ommmi 

(57) 

K) -^y?-*!) (y-r/^^)L<i±T7M 



T, 

y v- 5 -fcA-rticBB z&tbbhx^z>m$:m i on©* 

y-^-Sir/W 

3 ] # y -e-^-frig-^ . 

X - 0 -eCH 2 CH 2 0 -V Y -f-COCHNH^n- Z 
(CH 2 ) p 

CO 

t 

8 

<-h5t«t», XB^y (af|^m'/K) -/oy^i 

-b) tutfctfy (T~7/ , /jf/i"bL<iir7M/i'L 

&Xh <Q , R »TA-*A'£3: fci±7 7M/Hffe *) , 
(AmB) t?fe!9, ^U#i)Y"W5 (^l^jf 

^- b ) -e* 5 if *s i ~ 3 <D^-?tifr\zmm<D# y -7 

— S-feA-. 

0 0 0 nmffc^MS 1 - 4 ©V^jMdEftOtf!) 

r-fesftsftii i ~ 5 co^-f tiMcfamw^y -7-5 * 



llft*«93 IWlO,g/ral-5.0nig/a 

[0001] 

[0 0 0 2] 

[ooo3] Am b a. £$ttflE«tt3ls*b-es> 0 . ^# 

fcfe6-C4>&5. AmBii3 O^miii^ffi £*V«S 

v ^ fc*^#ttitK=ge Affl on« t hxmm. a nx ^ s„ 

tt^ffi [fctx.fJx Fungizone (jSS) , Bristol-Myers 
Squibb] iiSSttRSS^^-t-STtfecO^SiJi: L 

[0 0 0 4] L*->L.**»Pj, AmB©tS©WJUi# 

^IR^^E-TS- it>^6HT^5 0 -tfc, AmB 

AmBco^tt&i^ici^ ^©Tk^tt&SfeS'i: 
6 iTit v > 5 Z, z. t ic rm L x v> 

[0 0 0 5] LtSoT, AmBSr^itJtef^-ca^tf 

5AmBfflfift««lti^ tjX^feSlWfe 
Oil. AmB©SMiffitt*iBlif Ufc**» ^©Stt*{g 

jo it s Am b (ommHm. ^^m^n^mx-haK 
mzmizAmBM&tim^zhmmbfriztsihxv^ 

[J. Brajtburg, et ol. , Clin. Microbiol. Rev. _9_ 
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(1 9 9 6) pp.51 2-5 3 1 „ ^©ffi,©^ 

SICO^-fe^^T-feS. iZ.tX.ti, C. Tasset, et al. , 
J. Pharm. Pharmacol. _4_3 (1991) pp. 297- 

3 0 2ic(i, Tgytti/^f-is^inj =— a- (poe) 

mm ft<om>& % ±^mmzmK Ltcm&s&m,tsh,x^ 

3„ r.©«&tJ:5.t, ^l^yn-,VC>POEfi*f*: 
fi, AmB^W^L, in vitro T-cDAmB ©JrySM 
ffi-'ffi^»t^-t-^r:t4<, in vitro &<£tf in vivo 
7<DAmBCDS&^eMT'#, ^IT^rTyyiOP 
O Am BSr^SfcL, a»ojgjtffiffi&fi«T? 

t-5^t^^iffC^5 0 "tfc. J. Barwicz, eta 
1. , Antinsicrob. Agents Chemother., 3 6 (19 9 
2) , pp. 2310-231 5£lt jflfti LT\ ± 
Bf***5' = -A*J-F-3 ?A*Jfi^fi Fungizone (gj 
g) ©iSSV^SffiJlAmB©®* (ifc»§££c#) tjg 

m-tz^mm*h<o , -^^^y/^^o-^ (ls) 

(#3, LS/ AmB SSj5 0)t, AmB^^-C^if 

***tt®^ffi-e^ft l, AmB ©Stt^ffiHH-^ r t 

[0 0 0 6] AmBS8^J©vKoA»BA 

mB Z> r. t fcritsb L-cv*3*s, A u-Vi- 

T'AmB^tft, LiS»fcftJlttk:£jfe*AinB«*« 

[ooo7] &<os8»<©twjKttffi**vo*5fi 

[0 0 0 8]*»Kf^ *»©Br»ft*sJ:lKBiffl 

[K. Kataoka, et al. , J. Controlled Release J2j4 
(1993) pp. 119-132 ;G. S. Kwon, et a 

1. , Adv. Drug Delivery Rev. 1 6 (1 9 9 5) pp. 

2 5 9-3 0 9, m „ ziih<DMsXlci.%k, v'I7^ 
K) (SAT, PEOH 

!) (L-T?;S) ^ny^^fjftS^nj/^n^y 

[TKJTWv-y (ADM) fb#$nx\^l 33*. 

(L-TS/ft) &L-TX/<7*^i-C*ill. 

fefc^y-^a^-h (Conjugate) S!©;K <J 5 -fc^- 

#t) ©a^tti-tsv^TSfe-CP^^ttK^-r^i: 
t!ri^£tlTV^5„ G. S. Kwon, et al. , Pharmaceuti 
cal Research, JJ2 (199 5) pp. 192-195 
icti, ±13© «t 5 *Ii^^iifc 5 Hr/w £ i±Hft 
0, L-TX^7=¥>-ig*5l5coyay^^#y (J3 — ! 



^A-L-TVW^V-r- H (EAT, PBLAtfc^ 
5) t« Lfc P E O - P B L A©# !) v - ^ t/«s a 

rifcSBftSlvo^,, ^©±, ^©iScS^ti, ADM 
10 0 0 9] 

limm<n&£ 5 -fe/uSrliJffl LfcAmB Soffit* $ ^ 
St$S!4AmBSi©ifftto^-Cli, #*Si LT« 

[ooio] ifmm%b\±, fat b ^mm^mtz-t fcs> 

«jKfcg*L--C£fc. *©*S*. ffiit± 
AmBli, 7 V h 7*-! ^ !) y^MilADM t liS^ 

£r=fr-f 5 £ bi* , PEO-PBLA*>f)/i57* 

a y y a * y -^-s^co* y 5 ■u^p^^es c 

[0 0 1 1 ] tr6t\ ADMBPEO-PB LA? "fe 

et al., Pharmaceutical Research, 1 2 ( 1 9 9 5) 
p p. 1 9 2- 1 9 lCt>frfrt>b-f, AmB £r 

MtfcPEO-PBLAit^^ AmBPiftO 

L^t>AmB©Sf±*^Sic€«T't6Ct^ % - - ^ 
Bm^tlfco r©*tt©i£«tt, AmBOifv^fe^A 
mB©ae#^-iJ(C®Il-f 5t©/j<lSAS&5 CJbf&, J. 
Barwicz, et al. , Antimicrob. Agents Chemother. , 
3 6 (1992) pp. 2310-23 1 5 #J80 r k 

AmBtPEO-PBL Ai'g- 5 t;VS»^i(t> Am 
B * S J * > 1- 5 j£«5« ^ y ^ VWft&tffl. t P E O - # 
y (^T/^*t L< tt75 W/H-77^f - 
h) tfdJPEO-*y (y-m;i-t)L<tt77^ 

[0 0 12] LfcASoT, *»«KJ:ih.tf. M^^^W 

Wt?fe*3, ^yv-^5}<y (zr-f-vyfrtri/V) -rfu 

y$--ftx) -7-/v= 3 f/t't>L< iiTy/^^L-T^. 

^-^y (v-T/t-^r/Vfc L< ttTJ^L-^i' 
" h ) «t 9 ft tf ft* ^ 'n ^ ^ a # y X 

1.0, ^Lr^y^y^ta^s^, jf*L<{±mft* 
oiltwo ^ ^ a # y y v- ? -feA-rtfc 
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[0013] *«wtiE5!i*ftir*yT-st 

igjdnts^lH*^ a-^Si-^-r s r. .t vet 5, 
[0014] LfdioT, wmmmn^mmt^xtt^ 



vim T-e * *it v > 5 mmm wsm £ n 5 . 
[oois] $ ib4a««o*«»t u-c». 

b < s±#m $ ftfciKig-cs- ifeioT t > 5 g^s^j t set s 

[0016] 

I j m i J n f. if.mli f *M SWic?S5ll 
[0 0 17] 

[ft 2] 



[0 0 18]^JW7A*f'j->yB (AmB) 

Ties; 

[0 0 19] 
Eft 3] 





CH, O O 
Ho\^OH 

[ 0 0 2*of xm^iv5,i-4 *9f"*, TBSC 

[0 0 2 1 ] 

[ft4j 

H V«y °T CHs 

CH3 O 0 
NHj 

[0 0 2 2] -T?^$tLotf^y v ; >, TfiS 
[0 0 2 3] 
[ft 5] 



HO oH OH OH OH ori O 

--0H 

[0 0 2 4] ^ft$il5^>'^W ( ^4»©fef*=.t 
[0 0 2 5 ] ^BjT'fflV^Sr tOt"#5^y -r-f±, 

/Ky (ifvyjt-^rv'H) t^y (g-TM*tL< 
tar 9 /v*>uL- 7-^^-7- h) -tfcK^y (7-r 

57;^/i'tL<l±r7^/i'lB, JilBM^trKCjA 

iUit jt*-bL<M»tt«C^ 20 T/V^/K {flirt 
pt^/K icfvW ;/»fcfVK i s o-^fcf/K n-:/ 
f/V, sec -t/^vK t e r t -:/5vK "-^S-VK 

- r _ - u|t ^ =TT-^1 * L Si 2 
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cftits/n^^ii ^y a-r^/fr-H a s 
4 t) y ^-%%-%.&<DX-&i la v 

[0 0 2 61 Lfc^oT, *»WK:*sv^-C. #y 

liT^A-^n-r^^- h) *fcr±-^y (7- 

L ^ <b _hj£<7? P E O - P B L Aj6=>e> y ? 

3*3 kt, *»«-e*fflt«ABfiyn 

•_y ^ a ?J? 'j y-B, PEO-PBL A^fjftST'n V ^ 
n^y^-feglfflLTIftWI-S. ft*>\ rpEO-PB 

[0 0 2 7] 
[ft 6] 

X- 2 CH s 0 ~V Y -ecOCHNH-^- Z 

C!I 2 

S 

CO 

I 

8 

[0 0 2 8] f*Sn, PEO-PBLA© 
p*4»*fcl±>f*»t, fcS^ttPEOiPBLAt© 



fc$rft*fei-5. JW**sa4, PEO©;fc8§t;:tt> 

PEOt PBL AtOMi-ii, PE07n ??t:Mt 

^~^-> L,TfftSL5-3 4?!::, fc i x.i4V 5 / 3£ 
(-NH-) (ilBst^roYicM^-fS) ^ffSLtV^ 
Tt>±V^ PBL A©*£S©j3 — O-^/VT^ 

345 ft, ^-fti^wr^ /sss (..bias;* cozier 

[0 0 2 9] PEO-PBLAO#/Py^l;*(t5P 

EotsitfPBLAo^fttt. ^nej^u^-a-fe 

4t\, LfcriSoT, IS^^HStto-e^v^s, mf±, 2 
~1 0,0 00, ftL<l420-l,00 0 > 4<?Sf* 
L< i±4 0~4 0 Offl^f ilMli:-?*!?), n 
14, 2-10,000, £f*L<S4 2 0~ 1,000, 4. 

9jiftL<i±i 0-1 0 ow^-fft^roMirefcSo 

[0 0 3 0] fctA.il, ft (I) : 
[0 0 3 1 ] 
[it 7] 



CH 3 -eOCH 2 CH 2 ^- NH-eCOCHNH>rH 

CH z C00CH 2 (O) 



[0 0 3 2] -eSSJaSPEO-PBLAOPEO/p 
^»12,0 0(3g/mol (ra=S2 7 0) ifc 
0, PBLAypy?M3,000g/mo 1 <n = 
$12) £&64 5!=, n&£tfmas— SfroHScfci:* 

- 5 ir/W±, 820nm^30n m«¥»J^£ t 
6„ #3893 5, sKU -=< — ? -fe/KO¥*llSc#i4^ 

£ C-C» L, W-mm 5 ~ n 1 0 0 0 n m, 

IXttttl 0 nmHS6 0 0 nm, ±9#*L.<tt»2 
0 nm~^ 1 0 0 nmHtS. 

[0 0 3 3] :»J;54IMMN-^t/Wt A 
mB/PEO-P B LACO^Mt*, 1 . 0 &Tk-f& 

^MSbl-- 1 ^, ^©^/HtA 5 1 *rM^.5 t Fungizone 

[00 34] »_h»4 5 fc, *»WKltt 5 , 

'3, »iSiRSS^-C^5*ffi«JftS)ttt* : firL.Ti^. * 



»**3t^^^fc (*fci4MU.ji»fjtifc) =T^^tK 
5 Ihii, K. Kataoka, et al. , G. S. Kwon, et. 

ai., &mi , 

[0 0 3 5] *©_t, **Stc«5s *»^**y^- 

[0 0 3 6] ^3g««^5, mmiS'^^3^~X^^(D 
Mtii^SMSrfeocitfcS. fciAHE, P 

EO-PBL At Am B "b, mm 4» KjSV > 7tS 

ridSpF«K*5 0 fct^tf, 7K^^P»AmB»jE!4 



5.0rag/ml (AmBg#:©»I»ftlO,GOO 
[0 0 3 7] Jbia©«fc5K:, #3BWt£«5I&fc£*"iK!» 

fcS-fcMi. 10M/ml 

E0 0 3 S] *56W-C«ffi*nS^oy^3!ifJ^- 

5 [fcirxi^, M. Yokoyama, et al. , Bioconjugate Ch 
em. 1 (1 9 9 2) pp. 291-301 „ 
WiCii, W»Ilta-^.*-0)-T^-PE 
O : 
[0 0 3 9] 

[its] 

CHj-eOCHzCHj}^ NH 2 

[0 0 4 0] fc^S/a-^-tU »i£1-$T*/<? 
*V»jS-=^yA^)N-*A^*i^W8** (NC 
A) : 

[0 0 4 1 ] 

[ft: 9] 




C1UC00R 



[0 0 4 2] (R(i, TA^A-la L< r±r9A-3r/kS£ 

T^*^t L < fir L - ^/u? ^ - 

^uy^ajK!)^— (±, i?>lx.fJZ. Hruska et al. , Poly 
mer_3Jt (1 993) p. 1333-1335 t|S*» 

[0 0 4 4] JblBtfJHft§*tSHe*^#^P^-?*^ 
fifths ^tffS?^, ia^icfp-g$tbSg»^JSr 

;W5 0-lOOji g/m 1 (Djgffit LT^^S. 



fei^K^hy »A4if, s^rat LT^^-y >-*JJ: 

t;tt y yf&j&A-^A, ?Tr!)y«?^>")Afc' 
J;t?ia^=Ky xfi'^!) a-A-ftif, &#if§ii: 

[0 0 4 5] 

[fttttt] BIT. 36*£ LTAmB&, LT 
PEO-PBLA ^ffiffl LtflK Lfc# 'J -7 - 5 

[0 0 4 6] 081 : AmBttPEO-PBLA^-fe^ 

( i ) n ©«-c*ffli-«.kist ( i ) t-sstiSPE 

O-PBLAti, M. Yokoyama, et al., Bioconjugate 
Chem. 3 (1 9 9 2) pp. 291-301 (ClEgt^ 

y^/JS 1 2, 0 0 0 g/mo 1 PBL K~f n 

^!3,00 0g/rao 1 •t"feS^ft^-T?fo^fc„ 
[0 0 4 7] PEO-PBLA (20mg) &4.0m 
l©yVf***AT? K (DMF) fcflPi&T (40 

iOAmB (Duaex, Denmark) &WBB^ U v-^icSP 

«#ui»ifc. r®*sfc*«* (ph=i 

l.SiCfSSi) 2 L!C*tLT3ii3l*f Lfc (Spectra-po 
r, MWCO 1 2,000-14,00 0g/molf 
ffl) . 3«f^raB:4 0^K|-efcoft„ StffiSEft: 
Sri. ONHC 1 T?pH5. 6^ifftbfc 0 jS^f'^^ 
<oSf SSftfix* x b n ~* X-mm bfc„ igffiv^ yi'to 

[0 0 4 8] (2) mmm.m^')^-^^^mn 

±M (1) ©S«f®ftt)9t. ##i4^sStii"S-li:/£ 

fern, aseiaiufcitK^, ii©iM< ) )iL 

[0 0 4 91 ±E8*fXS®«S:El«ria 1 Jc^-f. 

[0 0 50] 4*3, :OlSip> PEO-PBLAit 



«AmB©WM2.0mgJ3±C)!4. Omgtbfc 
PEO-PBLA^t;MJAmBSr, Ztl^hB 



7 // g/m 1 4 1 ii g/m 1 © W<.A--C*Ti§ft 

+. 
[0 0 5 1 ] 



PEO- 


A in B 


AmB© 






AmB/ 


PBLA 






fcAmBl 




FKO-PBLA 




(wg) 


(ffg/»l) 




(X) 


«*-Jl/J£ 


20 


2.0 


57 


540 


27 


0.4 * 


20 


4.0 


141 


1220 


30 


1.0 " 



* AmB/PEO-PBLAffll 
[0 0 5 2] W2 : AmBtflPEO-PBLA^t/l- 

±s£#il (1) 1?lSLfcAraB§#PEO-PBLA 
^-fe.^COA» (0.0 2 411/11%) *5il>* Fung 
izone (KM) (0.0 0 2 1 5 fifl-/fiJi-%) SrSpectr 
onic 3 0 0 0»^-Bra»3t3fe*W- (Milton Ray) 
j^Efe*"^ bP^9 A^gl2 L-^^" 0 Fungizone 
aS*«Jfc£IJ»J|JE4:#1- U Am B£*f P E o 

- P B L A S -ir/vSSftt, 4-*KKttft«tiK«ttt 

[0053] 3 : PEO-PBLA? ir/WOjgilSiS; 
^*f£^ (T EM) fcielfcW 

i*3U-efo5 0 PEO-PBLA^WM (1)1.0 
mg/mK miPffcBtftaSixfc^'J y h*.k\Z 

ffimo&foZ'yy v h'mm*bmm (whatma 

n, No. 1) fcffl^-CBfc* Ut, -f<*S*. 

MtKtt (Hitachi H7000) CltLft, 1 8,0 0 0(g© 
ft* (7 5kV) TEMtt#y-r-5 

SrEIStirrf,, ¥Ki±3t)15© P E O- P B L ASrW 
Ktf U tf? !) S *fe/KC*fi-5tt»«J»fl«i3t»aife« 
SJ^tS-B-t5 0 PEO-PBLA5t^©¥JSIl 
fi, TEM^fw-K!) v-xt;H O Oi^lMi: 

0.0±3.9nmi25.8±4. 2nmtfco 
7t 0 ;}lf)f)PEO-P B LA^t/Wf'f^lilt 

AmBlf (PEO~PBLAi&ft«Ui^) ©5 



:*2.7, **6. 1 

Mil 2. 9 ± 2. 4 nm-e&ofc 0 

0H : AmBiiiS^Jtfe 

l&nT.-fy — V- KC'H' (Spr ague-Daw ley) 

(2 0 0 0 r pm) U hffi*^-? FTifcSLft 0 # 
ifci&liMS (RBC) «gHSPBS"C#JRUfc. Cft 
Ht, 2 0 u g/m 1 © Fungizone (ffiflt) #£ETfc*5^ 
T\ 5 7 6 nmWESftS/^O. 4 0 ^i" 0 

[0 0 5 4] 3 7t;iCjg^t, 1 0 0* 
**t»-0 3 0#«k #M«AmBiRBCgffi (5. 

omi) ^y^^-hu ?g«££P:ifeLfc 0 
itffi® (t) t;f5: fcictuffitu &^t?*gfi?Sft 

TV^^RBC*2 0&flMltl!4Lt 1 ±i»t* 
5 7 6 nmCJiltSUV/V I SMS^t^n 

&©st 

1 0 0X(Ab s-Ab s 0 )/<Ab s lt)0 - 

Ab 8o ) 

..h^S^, Ab s, Ab s „fc'il7Ab s 100 (i, ^rft^' 
ftP£HSk AmB^mtJitJ £ 2 Opg/mlO Fungi 
zone (fStO ©#?ST<OMfiaT?*>«. 
[0055] M: PEO-PBLAf^Ktiil&fcA 
mBftv AmB^/^lOng/ml'C'Jx.k Am 

V ^ A-C Am B^Bfitft Ufc^ [Fungizone (j& 
g) ] , AmBttlV^ifife^l, i^3.0(ig/m 
10l"<;H?10 0%®llCS5 (i!4#SS) 0 AmB 

16. Fungizone <jffi&) ± <9 ^FSjIl^'>4v>. PEO 
-PBLA^-fe^Epi^KEiAfefcAmBfi, 3 0 5>^si 
X, 5. 5BfftTgT-t, 3.0 f g/mliO^/K'tt4 
<SSiL^^H- rOiitt, PEO-PBL 
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5) „ AmBA^CiAfebtlfcPEO-PBL A^t/V 
S3, AmB/PEO-PBLAC^/Ht^O. 4 OJoi 

(15) a 

[0 0 5 6] PEO-PBLA?t;*bfflAmBfflt 

^>r+, PEO-PBLA5 -t;l-!i>?)0¥-lMAinB 

6^LT^6 (strfH J. Brajtburg et. al. , #10 „ * 
*S, AmB/PEO-PBLAOWWU. O^ii 



Sir, Fungizone (ft*) ©0: 5 ^iWftSri^. - 

aW:ffl^5PEO-PBLA?t;Vft, 0.70 
mg/ralCl/^K'^k £<Jgm£igC:&*lf> 
(16). 

[0 0 5 7] <«JBS£)ft$tl-fcAmB^*PEO~PB 
LA?-fe;KDfitt>{iil (2) -Cif^tbfcAmB^P 
EO-PBLA^-fe/V (fris, r^^fj fe^tJJ r^tjjj 

}± rpn:iAjt,e,fT,fcj tsmw^i-Sfflt-cv^) ri, 

Tk^jg^^rtT'^fe-r^^ PEO~PBLA*3J;tJf 
AmB©»J;ttC> SI I iC*i*T^1-o 

[0 0 5 8] 

[*2] 



3 B atffRjKSftfc AmB&*f PEO-PBLAi Hz^ottg 



PEO- AmB ft IS SfflfiSc AmB© AmBO 

pbla i^na itpffi pr# 

(r«g) (rig) (?» (X) (mg/ftl) Cm) 



20 2 ISfc»* <2 1.23 >5.G 

20 4 S6tt* <2 3.82 >5.0 27.9+11 



[0 0 5 9] ISfC^AmB U"<A" (5. Omg/m 
I flfeV^t) t±, AmB©®«gffllO,0 0 0§^ 
frot?, ±ES*M3t, *g«fc*t?-3**«t±. Am 
BgftWl 0, 0 0 OffWiT'fcS,, *fc, i*l6><0 5 

tit, AmBttPEO-PBLA^M3Mii 

[0 0 6 0] 095 : AmBCWStt 



AmB (itigD , Fungizone (ffi 
H) CJtft) . AmBMPEO-PBLA^t/HoJ; 
yPEO-PBLA?t/V mm) OTi&^l I I iOT* 

[0 0 6 1 3 
1*3] 



» m m k « 



AmB Fungizone #38$©* PEO-PBLA 



(Candida albicans) 2.5 3.5 0.63 

ATCC 1405 3 



jut. • 

CAspergillus niget) 5 2. ft 0.31 

PLM 114 0 



(Cryptococcus neofornans) 0. 63 0. 83 0. 08 

K F — S 3 



(Saceharoiiyces 'cerevistal) 0.63 0.63 0. 16 
PLM 454 



* AmB/PEO-PBLA-1. 0 
[0 0 6 2] $PJfflAmBMPEO-PBLA?t 
/Mi, AmB©tftSliSH4tc»|fW«rX«rwt*<, tf 

[Hiii0«¥&K91] 

[[31] SS*f(C:J;5AmB't-*PEO-PBLA5-fe/V 

[@2] $11 (1) T'lULftAmBMPEO-PB 
LA?-fe/WO*.Sf&:fcJ:T^ Fungizone ©UV/V I S 
X.~i^ h^A^/T^-flT'^So 

[SI 3] AmBMPEO-PBLAit/V- © 

atiins^-sflssi item) m\ci%t>z,%-n-c&?> (± 

U) » TSRIi, PEO-PBLA? -fc/V (SA) , Am 
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Abstract of JP1 1100331 

PROBLEM TO BE SOLVED; To obtain a physically stable polymer micelle capable of reducing the toxicity of a 
polyene antibiotic, permitting to enhance its content, and useful for medicinal preparations by including the polyene 
antibiotic in the micelle of a specific block copolymer in a closed state. SOLUTION: This polymer micelle is 
obtained by including (8) a polyene antibiotic such as amphotericin B in (A) the micelle of a block copolymer [e.g. 
poiy{ethylene oxide)-block-poiy (&beta -benzyl L-aspartate)] selected from polyethylene oxide)-block-poly (&beta - 
alkyl or araikyi L-aspartate) polymers and poly(ethy!ene oxide)-block~poly (Sgamma -alkyl or aralkyl L-glutamate) 
polymers in a dosed state. The component B is preferably used in the form of a monomer and in a molar ratio of 
the component B to the component A of <=1 mole. The component A preferably lias an average particle diameter 
of 5-1 000 nm. 
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